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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



I. Basis of the report 



Description, Pages 

1-23 

Claims, Numbers 
1-8 



as originally filed 



as originally filed 



These elements were available or furnished to this Authority in the following language: . which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)) 

□ the language of publication of the international application (under Rule 48.3(b)) 

° !?uteSnd£r'55iT'^^^^ international preliminary examination (under 

' =n«r« application, the 

la contained in the international application in written form. 

la filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form 

4. The amendments have resulted in the cancellation of: 

□ the description, 

□ the claims, 

□ the drawings, 



pages: 

Nos.: 

sheets: 



(^y^lacBmen,st,0s,con,aimg such amendments mus, be refers, o under Uem 1 and annexed ta mis 
6. Additional observations, If necessary: 
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III. Non-establlshment of opinion with regard to novelty, inventive step and Industrial applicability 

□ the entire international application, 

□ claims Nos. 
because: 

see separate sheet 

t^^SgSr^^^^^ --'^ Claims Nos. are so unclear 

!!Luld be formed^ ^ '"^de^^ately supported by the description that no meaningful opinion 

no intemational search report has been established for the said claims Nos. 5.6 (partially) 

□ the written form has not been furnished or does not comply with the Standaixl. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

SSSo^Tan^^SSr^^^^^^^ --'•V, inventive step or industrial app.ioabi.ity; 

1. Statement 



lEI 

□ 
□ 
SI 



Novelty (N) 


Yes: 


Claims 


8 




No: 


Claims 


1-7 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-8 


Industrial applicability (lA) 


Yes: 


Claims 


1-4 




No: 


Claims 





2. Citations and explanations 
see separate sheet 
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R« Item III 

Tpp'Iintllir'^"' '° 

Present claims 5 and 6 relate to the use of products defined by reference to a desirable 
charactensto or property, namely the administration of VEGFR-VPIGF signaling pathway 
modulator ,n amounts effective to supp.^ bone resorption or osteoporosis. cJms 
cover any modulator of VEGFR-VPIGF signaling pathway, whereas the appjion 
provides support within the meaning of Article 6 PCT and disclosuro within the meaning 
o Article 5 PCT for only a ve^ limited number of such products. In the present case me 
Claims so lack support, and the application so lacks disclosure, that a meaningful searoh 

i <=°"-^-n«y. «.« searoh hasTJ^n 

earned out for those parts of the claims which appear to be clear, supported and disclosed, 
namely those j^rts relating to the antagonists of PIGF have been searohed e.g thos^ 
mentionned m the examples at pages 1 9 to 23. a mose 

Consequently only the subject-matter of the claims that was searohed will be examined 
as^ter as novelty, inventive step and industrial applicability aro concemed (Rule 66.1 (e) 

Claims 5-8 relate to subjeot-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. ConsequenUy, no opinion will be formulated with JpeS 
to the industnal applicability of the subjeot-matter of these claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty. Inventive step or 
industnal appl,ceblllt« citations and explanations supporting such statement 

Reference is made to the following documents: 

D1: WO 01 85796 A (VUWMS INTERUNIVERSITAIR INST :COLLEN DESIRE (BEV 
CARMELIETPETER) 15 November2001 (2001-11-15) 
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D2: US-B1-6 369 204 (HORTON MICHAEL A ET AL) 9 April 2002 (2002-04^9) 

D3: NIIDA SHUMPEI ET AL: -Vascular endothelial growth factor can subshtute ,or 

JOURNAL OF EXPERIMENTAL MEDICINE, vol. 190, no. 2 19 Jnlv 19M 
(1999-07-19), pages 293-298. XP002258707 ISSN: 0022-1007 

D4: US2002/009750 A1 (ROCKWELL PATRICIA ETAL) 24 January 2002 (2002-01-24) 

D1 discloses the therapeutical use of PIGF inhibitors such as anti-PIQF antibodies for 
^.,ng ang,ogenes^ and bone and cartilage destruction (p.3, 1.23 .o p.4. 1.2 ; p 9 U 6 To 
1.20 . p.12, 1.15 to 1.21 and p.25. 1.18 to p.29, 1.6, claims 1-11). 



D2 discloses the therapeutical interest of 
alphaV beta 3 which binds to osteoclasts fc 
bone resorption (column 3. 1.1 to 1.26 and exampie^Z). 



-1 u M 1- X « . "^'"9 ® monoclonal antibody aqainst intearin 

alphaV beta 3 wh,ch binds to osteoclasts for treating disorders associated ^"slve 



D3 discloses that VEGF induces osteoclast mcniitment through VEGFR-1 and that VEGF 
supports the bone rssorbing function of osteoclasts (p.294, left-hand column s L l iI 
p.294, nght-hand column. 1.40 to 1.57). i.it> , 

D4 discloses the neutralizing anti-VEGFR-l antibody DC101 and its use for inhlbitina 
angiogenesis and tumor growth (examples 5 and 7). 'nhibiting 



NOVELTY 



The subject-matter of the claims 1-8 Is the therapeutical use of PIGF antaaonists for 
reafng disorders of bone resorption and osteoporosis. Document Di"^^^^^ 
d/^ f "^"^ ^"^'-^'^^ -^''^^d- ^or treating bone 
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INVENTIVE STEP 



Document ^. wh«h ,s considered to represent the most relevant state of the art, diecloses 
(cf above) the use of antibody binding osteoclast integrin receptor and having a^ effeot^n 
osteoclast ,nac»vat,on fortneating excessive bone ^sorption fK,m which the subject-^tter 
of claim 8 drffers ,n that it relates to the therapeutical use of a VEGFR-I inhlbilor. 

The effect of the difference is the implication of VEQFR-I in osteoclastic bone resomtion 
The problem to be solved by the present invention may therefore be regarted as proving 
an alternative treatment of osteoporosis and bone resorption by InactLng ostZ^te 

poLd "'""""^ "'^"^ ^ *^ °' ^ '"•""""^ P^blem 

Document D3 discloses that VEGF induces osteoclast recruitment through VEGFR-1 and 
that VEGF supports the bone resort>ing function of osteoclasts. Although D3 does not 
of T TTT"-^ °3 proposes the use of antibody anti-lEGFtotnhtot 

osteoclasts. It .8 therefor obvious for a stalled per^n, starting from D2 and trying to solve 
the problem posed to combine the teaching of D3 to D2 thus inhibiting the action of VEGF 
receptor on osteoclasts. It is considered that Inhibiting VEGFR-1 or VEGF is equivalent and 
drrecly obvrous when i, is known mat VEGF acts through the VEGFR-1 . This is suppoSd 
by document D4 which discloses the therapeutical use of anti-VEGFR-l antibody for me 
TTT, o* ai^wth, Which are also stimulated by VEGF 

^TT . ^""i^-^^tter Of Claim 8 dealing with a VEGFR-I 

inhrb, or does therefore not involve an inventive step (Artfele 33(3) PCT). Among VEGFR-1 
rnh^rto^ antrbody anti-VEGFR-1 are cited in the description. TUe same reasoning appBes 
With antrbodies anti-VEGFR-1 . »""»ig appries 



INDUSTRIAL APPUCABILrrV 



For he assessment of the present claims 5-8 on the question whether they are Industrially 

also^? "TT ''^^ States. The patentability can 

a^so be dependent upon the fomrulation of the claims. The EPO. for example, does not 
recognize as industrially applicable the sut^-matter of claims to the use of a compound 
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in medical treatment, but may allow, however, claims to a known compound for first use 
in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 



CLARITY 



The terms "antagonists" and "disorders of bone resorption" used in claims 1 and 3 are 
vague and unclear and leave the reader in doubt as to the meaning of the technical 
features to which they refer, thereby rendering the definition of the subject-matter of said 
claims unclear (Article 6 PCT). Even with the list stated in claim 3 it is not clear what 
products could act as PIGF antagonists. 

Claims 1 and 5 do not meet the requirements of Article 6 PCT in that the matter for which 
protection is sought is not clearly defined. The claims attempt to define the subject-matter 
in temis of the result to be achieved which merely amounts to a statement of the 
underlying problem. The technical features necessary for achieving this result should be 
added. 
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